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  ﭼﮑﯿﺪه
هﺎی ﺧﻂ اول درﻣﺎن ﺻﺮع ﺷﻨﺎﺧﺘﻪ ( ﺑﻪ ﻋﻨﻮان ﯾﮑﯽ از داروetaorplav muidos ,APV) واﻟﭙﺮوات ﺳﺪﯾﻢ ﻣﻘﺪﻣﻪ:
ﺑﻪ ﮐﺎرﺑﺮد  ﺑﺎ ﺗﻮﺟﻪ ﺗﺸﻨﺞ ﺗﺠﻮﯾﺰ ﺷﺪه در ﺳﺮﺗﺎﺳﺮ ﺟﻬﺎن اﺳﺖ.در ﺣﺎل ﺣﺎﺿﺮ ﺑﯿﺸﺘﺮﯾﻦ داروی ﺿﺪ .ﺷﺪه اﺳﺖ
 ﺳﻤﯿﺖ ﮐﺒﺪی ﻧﺎﺷﯽ از آن ﺑﻪ ﯾﮏ ﻧﮕﺮاﻧﯽ ﻋﻤﺪه ﺗﺒﺪﯾﻞ ﺷﺪه اﺳﺖ. ﺑﻪ ﻃﻮری ﮐﻪ ﺳﻤﯿﺖ  ،اﯾﻦ دارو یدرﻣﺎﻧﯽ وﯾﮋه
هﺎی ههﺎ ﺑﻪ ﻋﻨﻮان ﯾﮑﯽ از رااﮐﺴﯿﺪاناﺳﺘﻔﺎده از آﻧﺘﯽ ﺟﺪی و ﺣﺘﯽ ﻣﺮگ و ﻣﯿﺮ ﻧﺎﺷﯽ از آن ﮔﺰارش ﺷﺪه اﺳﺖ.
- ﻠﯽرزوراﺗﺮول ﭘ ﺑﺎ ﺗﻮﺟﻪ ﺑﻪ ﻣﮑﺎﻧﯿﺴﻢ ﺳﻤﯿﺖ آن در ﻧﻈﺮ ﮔﺮﻓﺘﻪ ﺷﺪه اﺳﺖ. APVدرﻣﺎن ﺳﻤﯿﺖ ﮐﺒﺪی ﻧﺎﺷﯽ از 
- در اﯾﻦ ﻣﯿﺎن ﻧﻘﺶ آﻧﺘﯽ ﺎﺷﺪ.ﺑهﺎی ﺑﯿﻮﻟﻮژﯾﮑﯽ ﻣﺘﻨﻮﻋﯽ ﻣﯽدارای ﻓﻌﺎﻟﯿﺖ ،ﻓﻨﻮل ﻣﻮﺟﻮد در ﺑﻌﻀﯽ از ﮔﯿﺎهﺎن
ﺑﺮ ﺳﻤﯿﺖ ﮐﺒﺪی  (VSR) هﺪف از اﯾﻦ ﻣﻄﺎﻟﻌﻪ ﺑﺮرﺳﯽ اﺛﺮ رزوراﺗﺮول ﻟﺬا، ﮔﯿﺮ اﺳﺖ.اﮐﺴﯿﺪاﻧﯽ آن ﺑﺴﯿﺎر ﭼﺸﻢ
- ﺷﺎﺧﺺ هﺎی ﻣﻮﻟﮑﻮﻟﯽ درﮔﯿﺮ،در ﻣﮑﺎﻧﯿﺴﻢ هﻤﭽﻨﯿﻦ اﺛﺮات آن، ﺑﺎﺷﺪ.هﺎی ﺻﺤﺮاﯾﯽ ﻣﯽدر ﻣﻮش APVﻧﺎﺷﯽ از 
  .ﮔﺮﻓﺖ ﻣﻮرد ﺑﺮرﺳﯽ ﻗﺮار آﭘﻮﭘﺘﻮزهﺎی ﭘﺮوﺗﺌﯿﻦ هﺎی ﻣﻬﻢ وﯽ از ژنﺑﯿﺎن ﺑﺮﺧ اﮐﺴﯿﺪاﺗﯿﻮ، هﺎی اﺳﺘﺮس
 ،VSR ٠۵  gk/gmهﮔﺮو ، APV٠٠٥gk/gm ﮔﺮوه  هﺎی ﮐﻨﺘﺮل،در اﯾﻦ ﻣﻄﺎﻟﻌﻪ ﺣﯿﻮاﻧﺎت ﺑﻪ ﮔﺮوه هﺎ:روش
 ﺗﻘﺴﯿﻢ ﺷﺪﻧﺪ. VSR ٠۵ ،٠٠١+ gk/gm   APVدرﻣﺎن نهﺎی درﻣﺎن هﻤﺰﻣﺎ ﮔﺮوه، VSR٠٠١  gk/gmﮔﺮوه
و   )DOS( ﺳﻮﭘﺮاﮐﺴﯿﺪ دﯾﺴﻤﻮﺗﺎز ، )OPL(ﭘﺮاﮐﺴﯿﺪاﺳﯿﻮن ﻟﯿﭙﯿﺪیاﮐﺴﯿﺪاﺗﯿﻮ ﺷﺎﻣﻞ ﻓﻌﺎﻟﯿﺖ ﭘﺎراﻣﺘﺮهﺎی اﺳﺘﺮس
هﺎی ﺗﺤﺖ درﻣﺎن و ﮐﻨﺘﺮل ﮔﯿﺮی ﺷﺪ. از ﺑﺎﻓﺖ ﮐﺒﺪ ﻣﻮشدر ﺑﺎﻓﺖ هﻤﻮژﻧﻪ ﮐﺒﺪ اﻧﺪازه (HSG) ﻣﺤﺘﻮای ﮔﻠﻮﺗﺎﺗﯿﻮن
ﮔﯿﺮی ﺳﺎﺧﺘﻪ ﺷﺪ. اﻧﺪازه ﻧﯿﺰ ﺑﺎ اﺳﺘﻔﺎده از ﮐﯿﺖ ANDcو  .ﺳﻠﻮﻟﯽ از ﮐﯿﺖ اﺳﺘﻔﺎده ﺷﺪANR ﮐﻞ  ﺑﺮای اﺳﺘﺨﺮاج
-rebycﻧﺎم ﻪ ﺑ relcyCthgiL( و ﺑﺎ اﺳﺘﻔﺎده از RCPqﮐﯿﻔﯽ ) RCPﺗﻮﺳﻂ   2-lcbو xaB, 1TRISهﺎی ﮐﻤﯽ ژن
هﺎ ﺟﺪا ﺷﺪه و هﻤﻮژن ﺷﺪﻧﺪ. ﻣﻘﺪار ﻣﺴﺎوی ﮐﺒﺪ  )3-esapsaC(ﺑﺮای ﺑﺮرﺳﯽ ﭘﺮوﺗﺌﯿﻦ آﭘﻮﭘﺘﻮز .اﻧﺠﺎم ﺷﺪ neerg
ﻧﺪ. ﺑﻼت ﺑﺎ آﻧﺘﯽ ﺑﺎدی و روی ﮐﺎﻏﺬ ﺑﻼت ﻟﮑﻪ ﮔﺬاری ﺷﺪ ﻣﻨﺘﻘﻞ ﺷﺪﻧﺪ. EGAP-SDSهﺎی ﻟﯿﺰ ﺷﺪه ﺑﻪ از ﭘﺮوﺗﺌﯿﻦ
 هﺎ ﺗﻮﺳﻂاﻧﮑﻮﺑﻪ ﺷﺪ. ﭘﺮوﺗﺌﯿﻦ  deknil-PRH و GgI-itna ﺳﺎﻋﺖ اﻧﮑﻮﺑﻪ ﺷﺪ. ﺳﭙﺲ ﺑﺎ ﺗﺮﮐﯿﺒﺎت  ۴٢اوﻟﯿﻪ ﺑﻪ ﻣﺪت 
  آﺷﮑﺎر ﺷﺪﻧﺪ.  ecnecsenimulimehcروش 
در  HSGو ﻣﺤﺘﻮای  DOSاﻓﺰاﯾﺶ ﻓﻌﺎﻟﯿﺖ و  ﻣﻨﺠﺮ ﺑﻪ ﮐﺎهﺶ اﺳﺘﺌﺎﺗﻮز و ﻟﯿﭙﯿﺪ ﭘﺮاﮐﺴﯿﺪاﺳﯿﻮن VSR هﺎ:ﯾﺎﻓﺘﻪ
در ﺳﻄﺢ  اﮐﺴﯿﺪاﻧﯽ ﺑﺎرزﺗﺮ ﺑﻮده اﺳﺖ.اﺛﺮات آﻧﺘﯽ VSR ٠٠١ + gk/gm  APVدرﻣﺎندر ﮔﺮوه .ﮔﺮوه درﻣﺎن ﺷﺪ
ﻘﺎی ﻟﻣﻨﺠﺮ ﺑﻪ ا VSR ٠٠١ gk/gmﺣﺎﻟﯿﮑﻪ ﺗﺎﺛﯿﺮی ﻧﺪاﺷﺖ در  APVدر روﻧﺪ آﭘﻮﭘﺘﻮز ﻧﺎﺷﯽ از  VSR ﻧﯿﺰ، ﻣﻮﻟﮑﻮﻟﯽ
ﺗﻐﯿﯿﺮ  APV ی ﮐﻨﻨﺪهدر ﮔﺮوه درﯾﺎﻓﺖ  1TRISﺑﯿﺎن ژنﺷﺪ. 2-lcb/xab ﺮﯾﻖ اﻓﺰاﯾﺶ ﺑﯿﻦ ﻧﺴﺒﺖﻃآﭘﻮﭘﺘﻮز از 
  ﻣﺸﺎهﺪه ﺷﺪ. 1TRIS ﯾﺶاﻓﺰا هﺎﮔﺮوه یﺑﻘﯿﻪو در  ﻧﺪاﺷﺖداری ﻣﻌﻨﯽ
 ﻪﺠﯿﺘﻧیﺮﯿﮔ: ﺮﺿﺎﺣ ﻪﻌﻟﺎﻄﻣ رد، ﺪﯾدﺮﮔ ﺺﺨﺸﻣ ﻪﮐ RSV ﻪﻄﺳاو ﻪﺑی تاﺮﺛا ﯽﺘﻧآﯽﻧاﺪﯿﺴﮐا  رد ﯽﺘﻈﻓﺎﺤﻣ ﺶﻘﻧ
 زا ﯽﺷﺎﻧ یﺪﺒﮐ ﺖﯿﻤﺳ VPA ﯽﯾاﺮﺤﺻ شﻮﻣ رد.دراد ﻦﯿﻨﭽﻤه و RSV  نﺎﻣز و زود رد ﻪﺑ ردﺎﻗ هﺪﺷ ﻦﯿﯿﻌﺗ
زﻮﺘﭘﻮﭘآ بﻮﮐﺮﺳ لﺎﯾرﺪﻨﮐﻮﺘﯿﻣ یﺎهﺮﯿﺴﻣ ﻖﯾﺮﻃ زا  زا ﯽﺷﺎﻧVPA ﯽﻤﻧﺪﺷﺎﺑ.  
:یﺪﯿﻠﮐ تﺎﻤﻠﮐ  ،ﻢﯾﺪﺳ تاوﺮﭙﻟاو ،لوﺮﺗاروزرﯽﯾاﺮﺤﺻ شﻮﻣ، یﺪﺒﮐ ﺖﯿﻤﺳ 
Abstract: 
Introductin: Sodium valproate (VPA) has been recognized as one of the first-line drugs 
for the treatment of epilepsy and is currently the most widely prescribed anticonvulsant drug 
worldwide. Due to the specific therapeutic use of this drug, its resulting hepatotoxicity has 
become a major concern. Serious toxicity and even deaths have been reported. The use of 
antioxidants has been considered as one of the ways to treat VPA-induced liver toxicity due to 
its mechanism of toxicity. 
Resveratrol polyphenols found in some plants have a variety of biological activities. Its 
antioxidant role is very remarkable. Therefore, the purpose of this study was to investigate the 
effect of resveratrol on VPA-induced hepatotoxicity in rats. Also, its effects on the molecular 
mechanisms involved Oxidative stress, expression of some important genes and proteins of 
apoptosis were investigated. 
Material and Methods: In this study animals were divided into control, VPA (500 mg/kg), RSV 
(50 mg/kg), RSV (100 mg/kg), RSV50 ,100 mg/kg + VPA were divided. At the end of 
treatment (day 14), animals were sacrificed and the liver was removed and the severity of 
hepatotoxicity was determined by histopathological examination. Also, oxidative stress 
parameters including lipid peroxidation (LPO) activity, superoxide dismutase (SOD) and 
glutathione (GSH) content were measured in homogenous liver tissue. Liver tissue of treated 
and control rat was used to extract whole cellular RNA from the kit and cDNA was made using 
 the kit. Quantitative quantification of SIRT1, Bax and bcl-2 genes was performed by qualitative 
PCR (qPCR) using LightCycler named cyber-green. The liver was isolated and homogenized to 
study apoptosis protein (Caspase-3).  Equal amounts of lysed proteins were transferred to 
12.5% SDS-PAGE and stained on blotting paper. Blotting was incubated with primary antibody 
for 24 h. It was then incubated with anti-IgG and HRP-linked compounds. Proteins were 
detected by chemiluminescence. 
Results: RSV decreased steatosis and lipid peroxidation and increased SOD activity and GSH 
content in the treatment group. In the treatment group RSV 100mg/kg + VPA, antioxidant 
effects were more pronounced. At the molecular level, RSV had no effect on VPA-induced 
apoptosis, whereas RSV 100 mg / kg induced apoptosis through an increase in the bax / bcl-2 
ratio. SIRT1 gene expression in the VPA recipient group did not change significantly, and 
Increased SIRT1 was observed in the other groups. 
Conclusion: In the present study, we found that RSV has a protective role in VPA-induced 
hepatotoxicity in rats due to its antioxidant effects. As well as RSV at the specified dose and 
time, it is not able to suppress apoptosis through mitochondrial pathways induced by VPA. 
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kerman University 
Of Medical Sciences 
 
Facualy of Pharmacy 
 
In Partial Fulfillment of the Requirements for the Degree MSc 
 
Title: 
Study of the effect of resveratrol on hepatotoxicity induced by sodium 
valproate in rat 
 
By 
Niloofar rashidipour 
 
Supervisor: 
Dr. Somayyeh Karami-Mohajeri 
Dr. Ali Mandegary 
Dr. Fariba Sharififar 
 
Advisor 
Dr. Elham Jafari 
Thesis No: 1120                                                                                              Year: October, 2019 
 
   
 
